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III. AMENDMENTS TO CLAIMS 

Claims 2-4, 10, 16-18, 24, 30-33 and 37, 38 were previously cancelled. Please 
add new claims 55-69, as set forth below. 

IN THE CLAIMS: 

1 . (Currently Amended) A method for screening an individual for colorectal 
cancer, the method comprising: 

a) determining the a total concentration of TIMP-1 in a plasma sample of said 
individualri 

b) constructing a percentile plot of total plasma TIMP-1 concentrations obtained 
from a non-colorectal cancer population: 

c) constructing a ROC (receiver operating characteristics) curve based on total 
plasma TIMP-1 concentrations detennined in a non-colorectal cancer population and a 
colorectal cancer population: 

d) selecting a desired sensitivitv: 

e) determining from the ROC curve the specificitv corresponding to the desired 
sensitivitv: 

f) determining from the percentile plot the total plasma TIMP-1 concentration 
value corresponding to the determined specificitv: and 

gLaR^indicating the individual as likely to have colorectal cancer if the total 
concentration of TIMP-1 in the plasma sample of the individual is eoual to or higher than 
said total plasma TIMP-1 concentration value corresponding to the determined 
specificitv is at or boyond a d i oor i m i nat i ng va l ue and indicating the individual as unlikely 
to have colorectal cancer if the total concentration of TIMP-1 in the plasma sample of 
the individual is lower than said total plasma TIMP-1 concentration value corresponding 
to the determined specificitv. is not at or boyond thn ri i .qnrim i nnt l ng vn l im, whnrnhy thn 
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l iko li hood that caid ind i vidual has or wi ll have co l oroota l cancer i e dotorminod, tho 
d i ecrim i nat i ng va l ue being a value wh i ch has boon dotorminod by moasur i ng the total 
concentration of T I MP - 1 i n both a healthy contro l popu l ation and a popu l at i on with 
known co l orecta l cancer, thereby determ i n i ng said discr i minating va l ue which i dentif i eo 
tho co l orectal cancer population w i th a predotormined cenoitiv i ty or prodoterm i ned 
sp e cific i ty. 

Claims 2-4 (Cancelled). 

5. (Previously Presented) A method according to claim 41 , wherein the 
combination for the combined parameter and for the total plasma TIMP-1 
concentrat ions with free plasma TIMP-1 concentrations obtained from a non-colorectal 
cancer population is performed by logistic regression analysis. 

6. (Withdrawn) A method according to claims 1 or 5, which comprises 
additionally determining at least one second parameter, the second parameter 
representing the concentration of an additional tumour marker different from any form of 
TIMP-1 , in a body fluid sample from the individual. 

Claim /(Cancelled) 

8. (Withdrawn) A method according to claim 7, wherein the combining is 
performed by logistic regression analysis. 

Claim 9 (Cancelled) 

Claim 10 (Cancelled) 

1 1 . (Withdrawn) A method according to claim 9, wherein the tumour marker 
is selected from the group consisting of CEA, soluble U-PAR, cathepsin B, HER2-neu, 
CA15-3 and YKL-40. 

1 2. (Withdrawn) A method according to claim 1 1 , wherein the at least one 
second parameter determined is the concentration of CEA. 
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1 3. (Currently Amended) A method according to claims 1 , 41 , 42 or 5, 
wherein the individual is a member of an uncolootod a population not already identified 
as having an increased risk of developing cancer . 

1 4. (Previously Presented) A method according to claims 1 , 41 , 42 or 5, 
wherein the individual is a member of a population already identified as having an 
increased risk of developing cancer. 

1 5. (Currently Amended) A method for screening an individual, who has been 
treated for primary breast cancer, for metastatic breast cancer, comprising: 

a}_determining the a total concentration of TIMP-1 in a plasma sample of said 
individualri and i nd i cat i ng tho i nd i vidual ac likoly to havo motactat i c broaot cancor i f tho 
total ooncontrat i on of T I MP 1 io at or boyond a d i oor i m i nat l ng valuo and ind i cating tho 
individual ac un li ko l y to havo motastat i o broast cancor i f tho tota l concontrat l on of 
T I MP - 1 ic not at or boyond tho diocr i minating va l uo, whoroby tho l i kol i hood that ca i d 
ind i v i dua l has or w ill havo motactat i c broaot cancor io dotorminod, tho discr i m i nat i ng 
va l uo being a valuo wh i ch hac boon dotorm i nod by moasur i ng tho total concontratlon of 
T I MP 1 i n both a hea l thy contro l popu l ation and a population w i th known motaotat i o 
broast cancor, thoroby dotonn i n i ng sa i d d i ccr i minat i ng valuo wh i ch idontif i oo tho 
motactatic broact cancor population with a prodotorm i nod concit i v i ty or a 
pr e d e termin e d epoc i f i c i ty. 

b) constructing a percentile plot of total plasma TIMP-1 concentrations obtained 
from a non-metastatic breast cancer population: 

c) constructing a ROC (receiver operating characteristics) curve based on total 
plasma TIMP-1 concentrations determined in a non-metastatic breast cancer population 
and a metastatic breast cancer population: 

d) selecting a desired sensitivity: 
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e) determining from the ROC curve the specificity corresponding to the desired 
sensitivity: 

f) determining f rom the percentile plot the total plasma TIMP-1 concentration 
yalue corresponding to the determined specificity: and 

g) indicating th e individual as likely to haye metastatic breast cancer if the total 
concentration of TIMP- 1 in the plasma sample of the individual is eoual to or higher than 
said total plasma TIM P-1 concentration value corresponding to the determined 
specificity and indicati ng the individual as unlikely to have metastatic breast cancer if 
the total concentration of TIMP-1 in the plasma sample of the individual is lower than 
said total plasma TIM P-1 concentration value corresponding to the determined 
specificity. 

Claims 16-18 (Cancelled) 

1 9. (Currently Amended) A method according to claim 42, wherein the 
combination for the com bined parameter and for the total plasma TIMP-1 concentration 
with free plasma TIMP- 1 concentration corresponding to the determined specificity is 
performed by logistic regression analysis. 

20. (Withdrawn) A method according to claims 15 or 19, which comprises 
additionally determining at least one second parameter, the second parameter 
representing the concentration of an additional tumour marker different from any form of 
TIMP-1, in a body fluid sample from the individual. 

Claim 21 (Cancelled). 

22. (Withdrawn) A method according to claim 21 , wherein the combining is 
performed by logistic regression analysis. 

23. (Withdrawn) A method according to claim 21 , wherein the discriminating 
value of the combined parameter is a value which has been determined by detennining 
said combined parameter in both a healthy control population and a population with 
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known metastatic cancer, thereby determining tine discriminating value wliicli identifies 
the metastatic cancer population with a predetermined specificity or a predetermined 
sensitivity. 

Claim 24 (Cancelled). 

25. (Withdrawn) A method according to claim 20, wherein the tumour 
marker is selected from the group consisting of CEA, soluble u-PAR, cathepsin B, 
HER2-neu, CA15-3 and YKL-40. 

26. (Withdrawn) A method according to claim 25, wherein the at least one 
second parameter determined is the concentration of CEA. 

27. (Currently Amended) A method according to claim 15, wherein the 
determination of the total concentration of TIMP-1 in a plasma sample of said individual 
is performed at several time points at intervals as part of a monitoring of a cancor the 
individual pat i ent after the treatment for primary breast cancer. 

28. (Previously Presented) A method according to claim 1 , which detects 
early stage cancer. 

29. (Original) A method according to claim 28, wherein the early stage cancer 
is selected from the group consisting of colon cancer Dukes' stage A, colon cancer 
Dukes' stage B, colon cancer Dukes' stage C, rectal cancer Dukes' stage A, rectal 
cancer Dukes' stage B and rectal cancer Dukes' stage C. 

Claims 30-33 (Cancelled). 

34. (Currently Amended) A method according to claims 1 or 15, wherein the 
determinati on of the total concentration of TIMP-1 in a plasma sample of the individual 
is performed by means of an immuno assay or an activity assay. 

35. (Original) A method according to claim 34, wherein the immuno assay is 
an ELISA. 
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36. (Original) A method according to claim 34, wherein the activity assay is 
zymography. 

Claim 37-38 (Cancelled). 

39. (Previously Presented) A method according to claim 1 wherein the 
colorectal cancer is colon cancer. 

40. (Previously Presented) A method according to claim 1 wherein the 
colorectal cancer is rectal cancer. 

41 . {Currently Amended) A method for screening an individual for colorectal 
cancer, the method comprising: 

a) determining tho comb i nat i on of tho a total concentration of tetat TIMP-1 witt^ 
tho conoontrat i on of froo TIMP 1 in a plasma sample of said individualy and ind i cating 
tho i ndiv i dual ac li ko l y to havo co l orocta l cancor i f tho combinat i on of tho concontrat i on 
of tota l TIMP 1 with tho conoontration of froo T I MP 1 is at or boyond a d i ocr i minating 
va l uo and i nd i cat i ng tho i nd i v i dual ac un li koly to havo colorocta l cancor i f tho 
combination of tho concontrat i on of tota l TIMP - 1 with tho concontrat i on of froo T I MP 1 ic 
not at or boyond tho d i scrim i nat i ng va l uo, whoroby tho l iko li hood that said i ndividua l hao 
or w il l havo coloroctal cancor ic dotorm i nod, tho d i ocr i m i nat i ng va l uo being a va l uo 
which hao boon dotorm i nod by moaour i ng tho comb i nation of tho concontrat i on of tota l 
T I MP - 1 w i th tho conoontration of froo T I MP 1 in both a hea l thy contro l population and a 
popu l at i on w i th known co l oroctal cancor, thoroby dotormin i ng sa i d discr i m i nating va l uo 
which idontif i oo tho co l orocta l cancor popu l ation with a prodotorminod oons i t i vity or a 
prodotorm i nod spocificitv. a concentration of free TIMP-1 in a plasma sample of said 
individual: 

b) combining the total concentration of TIMP-1 in the plasma sample of the 
individual and the concentration of free TIMP-1 in the plasma sample of the individual to 
result in a combined parameter of the individual: 
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c) determining a total plasma TIMP-1 concentration in a non-colorectal cancer 
population and a free plasma TIMP-1 concentration in a non-colorectal cancer 
population: 

d) combining the total plasma TIMP-1 concentration of the non-colorectal cancer 
population with the free plasma TIMP-1 concentration of the non-colorectal cancer 
population to result in a benchmark combined parameter: 

e) constructing a percentile plot of the benchmark combined parameter: 

f) constructing a ROC (receiver operating characteristics) curve based on the 
combination of total plasma TIMP-1 concentrations with free plasma TIMP-1 
concentrations determined in a non-colorectal cancer population and a colorectal 
cancer population: 

g) selecting a desired sensitivity: 

h) detemnining from the ROC curve the specificity corresponding to the desired 
sensitivity: 

i) determining from the percentile plot the benchmark combined parameter value 
corresponding to the determined specificity: and 

1) indicating the individual as likely to have colorectal cancer if the combined 
parameter of the individual is eoual to or higher than said benchmark combined 
parameter value corresponding to the detennined specificity and indicating the 
individual as unlikely to have colorectal cancer if the combined parameter of the 
individual is lower than said benchmark combined parameter value corresponding to the 
detemiined specificity. 

42. (Currently Amended) A method for screening an individual, who has been 
treated for primary breast cancer, for metastatic breast cancer, the method comprising: 
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a) determining the combinat i on of tho a total concentration of totat TMP-^ with 
tho concontrat i on of froo T I MP 1 in a plasma sample of said individual and indicating 
tho ind i v i dual as l iko l y to havo motastat i o broact cancor if tho combination of tho 
concontration of tota l TIMP 1 w i th tho concontration of froo T I MP - 1 i s at or boyond a 
d i scriminating va l ue and i ndicating tho i ndividual ao un li kely to havo motaotatic broaot 
cancor i f tho combinat i on of tho concontrat i on of total T I MP-1 with tho concontration of 
froo T I MP 1 i c not at or boyond tho d i ccriminating va l ue, whereby tho li ke li hood that 
sa i d i nd i vidua l hao or w i l l have motaotat i c breast cancer i s determ i ned, the 
discr i m i nating va l ue being a va l ue wh i ch has been determ i ned by meaour i ng tho 
combination of tho concentrat i on of tota l T I MP 1 w i th tho concontrat i on of free T I MP 1 
in both a hea l thy contro l populat i on and a population w i th known metastatic breast 
cancer, thereby dotenn i n i ng said diccr i m i nating va l ue which i dont i fieo the metastatic 
breast cancor popu l ation w i th a prodetorm i nod sensit i v i ty or a predetermined spec i f i c i ty. 
and a concentration of free TIMP-1 in a plasma sample of said individual: 

b) combining the total concentration of TIMP-1 in the plasma sample of the 
individual and the conc entration of free TIMP-1 in the plasma sample of the individual to 
result in a combined parameter of the individual; 

c) determinin g a total plasma TIMP-1 concentration in a non-metastatic breast 
cancer population and a free plasma TIMP-1 concentration in a non-metastatic breast 
cancer population: 

d) combining th e total plasma TIMP-1 concentration of the non-metastatic breast 
cancer population with t he free plasma TIMP-1 concentration of the non-metastatic 
breast cancer population to result in a benchmark combined parameter: 

e) constructing a percentile plot of the benchmark combined parameter: 

f) constru cting a ROC (receiver operating characteristics) curve based on the 
combination of total plasma TIMP-1 concentrations with free plasma TIMP-1 
concentrations determined in a non-metastatic breast cancer population and a 
metastatic breast cancer population: 
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q) selecting a desired sensitivity: 

h) determining from the ROC cun/e tlie specificity corresponding to the desired 
sensitiyitv: 

i) determining from the percentile plot the benchmark combined parameter value 
corresponding to the determined specificity: and 

i) indicating the individual as likely to have metastatic breast cancer if the 
combined parameter of the individual is eoual to or higher than said benchmark 
combined parameter value corresponding to the determined specificity and indicating 
the individ ual as unlikely to have metastatic breast cancer if the combined parameter of 
the individual is lower than said benchmark combined parameter value corresponding to 
the determined specificity. 

43. (Withdrawn) A method according to claim 6, wherein the additional 
tumour marker is a colorectal tumour marker. 

Claim 44 (Cancelled). 

45. (Withdrawn) A method according to claim 44, wherein the combining is 
performed by logistic regression analysis. 

Claim 46 (Cancelled). 

47. (Withdrawn) A method according to claim 46, wherein the tumour marker 
is selected from the group consisting of CEA, soluble U-PAR, cathepsin B, HER2-neu, 
CA15-3 and YKL-40. 

48. (Withdrawn) A method according to claim 47, wherein the at least one 
second parameter detemiined is the concentration of CEA. 

49. (Withdrawn) A method according to claim 43, wherein the individual is a 
member of an unselected population. 
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50. (Withdrawn) A method according to claim 43, wherein the individual is a 
member of a population already identified as having an increased risk of developing 
cancer. 

51 . {Previously Presented) A method according to claim 14, wherein the 
individual has a genetic disposition for cancer, has been exposed to carcinogenic 
substances or has a cancer-predisposing or non-malignant diseases. 

52. (Previously Presented) A method according to claim 14, wherein the 
individual is selected from the group consisting of: an individual who had a prior polyp, 
an individual with Crohn's disease, an individual with an ulcerative colitis, an individual 
with one or more family members with colorectal cancer, or an individual with a prior 
resection of early colorectal cancer. 

53. (Withdrawn) A method according to claim 50, wherein the individual has a 
genetic disposition for cancer, has been exposed to carcinogenic substances or has a 
cancer-predisposing or non-malignant diseases. 

54. (Withdrawn) A method according to claim 50, wherein the individual is 
selected from the group consisting of: an individual who had a prior polyp, an individual 
with Crohn's disease, an individual with an ulcerative colitis, an individual with one or 
more family members with colorectal cancer, or an individual with a resection of early 
colorectal cancer. 

55. (New) A method for screening an individual for colorectal cancer, the 
method comprising: 

a) determining a total concentration of TIMP-1 in a plasma sample of said 
individual; 

b) constructing a percentile plot of total plasma TIMP-1 concentrations obtained 
from a non-colorectal cancer population; 

c) selecting a desired specificity; 
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d) determining from the percentile plot the total plasma TIMP-1 concentration 
value corresponding to the desired specificity; and 

e) indicating the individual as likely to have colorectal cancer if the total 
concentration of TIMP-I in the plasma sample of the individual Is equal to or higher than 
said total plasma TIMP-1 concentration value corresponding to the desired specificity 
and indicating the individual as unlikely to have colorectal cancer if the total 
concentration of TIMP-1 in the plasma sample of the individual is lower than said total 
plasma TIMP-1 concentration value corresponding to the desired specificity. 

56. (New) A method for screening an individual for colorectal cancer, the 
method comprising: 

a) determining a total concentration of TIMP-1 in a plasma sample of said 
individual and a concentration of free TIMP-1 in a plasma sample of said individual; 

b) combining the total concentration of TIMP-1 in the plasma sample of said 
individual with the concentration of free TIMP-1 in the plasma sample of said individual 
to result in a combined parameter of the individual; 

c) determining a total plasma TIMP-1 concentration in a non-colorectal cancer 
population and a free plasma TIMP-1 concentration in a non-colorectal cancer 
population; 

d) combining the total plasma TIMP-1 concentration of the non-colorectal cancer 
population with the free plasma TIMP-1 concentration of the non-colorectal cancer 
population to result in a benchmark combined parameter; 

e) constructing a percentile plot of the benchmark combined parameter; 

f) selecting a desired specificity; 

g) determining from the percentile plot the benchmark combined parameter 
value corresponding to the desired specificity; and 
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h) indicating the Individual as likely to have colorectal cancer if the combined 
parameter of the individual is equal to or higher than said benchmark combined 
parameter value corresponding to the desired specificity and indicating the individual as 
unlikely to have colorectal cancer if the combined parameter of the individual is lower 
than said benchmark combined parameter value corresponding to the desired 
specificity. 

57. (New) A method for screening an individual, who has been treated for 
primary breast cancer, for metastatic breast cancer, the method comprising: 

a) detemiining a total concentration of TIMP-1 in a plasma sample of said 
individual and a concentration of free TIMP-1 in a plasma sample of said individual; 

b) combining the total concentration of TIMP-1 in the plasma sample of said 
individual and the concentration of free TIMP-1 in the plasma sample of said individual 
to result in a combined parameter of the individual; 

c) determining a total plasma TIMP-1 concentration in a non-metastatic breast 
cancer population and a free plasma TIMP-1 concentration in a non-metastatic breast 
cancer population; 

d) combining the total plasma TIMP-1 concentration of the non-metastatic breast 
cancer population with the free plasma TIMP-1 concentration of the non-metastatic 
breast cancer population to result in a benchmark combined parameter; 

e) constructing a percentile plot of the benchmark combined parameter; 

f) selecting a desired specificity; 

g) determining from the percentile plot the benchmark combined parameter 
value corresponding to the desired specificity; and 

h) indicating the individual as likely to have metastatic breast cancer if the 
combined parameter of the individual is equal to or higher than said benchmark 
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combined parameter value corresponding to the desired specificity and indicating the 
individual as unlikely to have metastatic breast cancer if the combined parameter of the 
individual is lower than said benchmark combined parameter value corresponding to the 
desired specificity. 

58. (New) A method for screening an individual, who has been treated for 
primary breast cancer, for metastatic breast cancer, comprising: 

a) determining a total concentration of TIMP-1 in a plasma sample of said 
individual; 

b) constructing a percentile plot of total plasma TIMP-1 concentrations obtained 
from a non-metastatic breast cancer population; 

c) selecting a desired specificity; 

d) determining from the percentile plot the total plasma TIMP-1 concentration 
value corresponding to the desired specificity; and 

e) indicating the individual as likely to have metastatic breast cancer if the total 
concentration of TIMP-1 in the plasma sample of the individual is equal to or higher than 
said total plasma TIMP-1 concentration value corresponding to the desired specificity 
and indicating the individual as unlikely to have metastatic breast cancer if the total 
concentration of TIMP-1 in the plasma sample of the individual is lower than said total 
plasma TIMP-1 concentration value corresponding to the desired specificity. 

59. (New) A method according to claims 1 , 15, 41 , 42, 56, 57, 58, 60, 61 , 62 
or 63 wherein the total concentration of TIMP-1 comprises the sum of the TIMP-1 in free 
fomri and the TIMP-1 in complex forms. 

60. (New) A method for screening an individual for colorectal cancer, the 
method comprising determining a total concentration of TIMP-1 in a plasma sample of 
said individual, and indicating the individual as likely to have colorectal cancer if the total 
concentration of TIMP-1 in the plasma sample of the individual is equal to or higher than 
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the total concentration of TIMP-1 measured in plasma in a non-colorectal cancer 
population, and indicating the individual as unlikely to have colorectal cancer if the total 
concentration of TIMP-1 in the plasma sample of the individual is lower than the total 
concentration of TIMP-1 measured in plasma in a non-colorectal cancer population. 

61 . (New) A method for screening an individual for colorectal cancer, the 
method comprising: 

a) determining a total concentration of TIMP-1 in a plasma sample of said 
individual and a concentration of free TIMP-1 in a plasma sample of said individual; 

b) combining the total concentration of TIMP-1 in the plasma sample of the 
individual with the concentration of free TIMP-1 in the plasma sample of said individual 
to result in a combined parameter of the individual; 

c) detemiining a total plasma TIMP-1 concentration in a non-colorectal cancer 
population and a free plasma TIMP-1 concentration in a non-colorectal cancer 
population; 

d) combining the total plasma TIMP-1 concentration of the non-colorectal cancer 
population with the free plasma TIMP-1 concentration of the non-colorectal cancer 
population to result in a benchmark combined parameter; 

e) and indicating the individual as likely to have colorectal cancer if the 
combined parameter of the individual is equal to or higher than the benchmark 
combined parameter, and indicating the individual as unlikely to have colorectal cancer 
if the combined parameter of the individual is lower than the benchmark combined 
parameter. 

62. (New) A method for screening an individual, who has been treated for 
primary breast cancer, for metastatic breast cancer, comprising determining a total 
concentration of TIMP-1 in a plasma sample of said individual, and indicating the 
individual as likely to have metastatic breast cancer if the total concentration of TIMP-1 
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in the plasma sample of the individual is equal to or higher than the total concentration 
of TIMP-1 measured in plasma in a non-metastatic breast cancer population, and 
indicating the individual as unlikely to have colorectal cancer if the total concentration of 
TIMP-1 in the plasma sample of the individual is lower than the total concentration of 
TIMP-1 measured in plasma in a non-metastatic breast cancer population. 

63. (New) A method for screening an individual who has been treated for 
primary breast cancer, for metastatic breast cancer, comprising: 

a) determining a total concentration of TIMP-1 in a plasma sample of said 
individual and a concentration of free TIMP-1 in a plasma sample of said individual; 

b) combining the total concentration of TIMP-1 in the plasma sample of the 
individual with the concentration of free TIMP-1 in the plasma sample of said individual 
to result in a combined parameter of the individual; 

c) detennining a total plasma TIMP-1 concentration in a non-metastatic breast 
cancer population and a free plasma TIMP-1 concentration in a non-metastatic breast 
cancer population; 

d) combining the total plasma TIMP-1 concentration of the non-metastatic breast 
cancer population with the free plasma TIMP-1 concentration of the non-metastatic 
breast cancer population to result in a benchmark combined parameter; 

e) and indicating the individual as likely to have metastatic breast cancer if the 
combined parameter of the individual is equal to or higher than the benchmark 
combined parameter, and indicating the individual as unlikely to have metastatic breast 
cancer if the combined parameter of the individual is lower than the benchmark 
combined parameter. 

64. (New) A method according to claim 1 , wherein the percentile plot is a plot 
of the total concentration of TIMP-1 values in a sample of non-colorectal cancer 
population as a function of specificity. 
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